KRAS G12C-Mutated NSCLC and Bladder Cancer Xenografts Treated With Sotorasib and Adagrasib 7N

In Combination With the mTOR Inhibitor nab-Sirolimus Show Improved Antitumor Activity Sencieres

Shihe Hou, PhD?!; Jorge Nieva, MD?; Neil Desai, PhD?
LAadi Bioscience, Pacific Palisades, CA, USA; 2University of Southern California Los Angeles, Los Angeles, CA, USA

INTRODUCTION RESULTS RESULTS
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* This study investigated the antitumor activity of nab-sirolimus or everolimus in e When comparing tumor growth curves, statistical significance was observed with nab-sirolimus + sotorasib vs single-agents nab-sirolimus (P=0.01) or sotorasib (P=0.0002), and the combination of and resulted in 6/6 and 5/6 complete responses J
combination with sotorasib and adagrasib in KRAS G12C-mutated cancer xenografts everolimus + sotorasib (P=0.0008; Figure 1A), which correlates with a significantly higher rate of tumor regression over 30% compared with all other groups (P=0.006; Figure 1B) respectively (Figure 38)
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 The waterfall plots depicting tumor volume change (Figures 1B, 2B, and 3B) represent e When comparing tumor growth curves, statistical significance was observed with nab-sirolimus + sotorasib vs single-agents nab-sirolimus (P=0.0001) or sotorasib (P<0.0001), and the combination of inhibitors slowed tumor growth but did not increase
the final tumor volume change at the end of the study (Day 42 or day of animal sacrifice) everolimus + sotorasib (P=0.0036); nab-sirolimus + adagrasib vs single-agents nab-sirolimus (P=0.0002) or adagrasib (P<0.0001), and combination everolimus + adagrasib (P=0.0013; Figure 2A) meaningful tumor regression rate in the NSCLC
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sotorasib vs everolimus + sotorasib (P=0.02) with a trend for nab-sirolimus + adagrasib vs everolimus + adagrasib (P=0.09; Figure 2B) « Results suggest that nab-sirolimus is the preferred mTOR
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ANOVA, analysis of variance; nab-S, nab-sirolimus; NSCLC, non-small cell lung cancer; TGI, tumor growth inhibition.
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